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A. If the status is the same, pay the TOTAL FEE(S) DUE shown 
above. 

B. If the status above is to be removed, check box 5b on Part B - 
Fee(s) Transmittal and pay the PUBLICATION FEE (if required) 
and twice the amount of the ISSUE FEE shown above, or 
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A. Pay TOTAL FEE(S) DUE shown above, or 
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Transmittal and pay the PUBLICATION FEE (if required) and 1/2 
the ISSUE FEE shown above. 
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the paper as an equivalent of Part B. 

III. All communications regarding this application must give the application number. Please direct all communications prior to issuance to 
Mail Stop ISSUE FEE unless advised to the contrary. 

IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of 
maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance fees when due. 
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Determination of Patent Term Adjustment under 35 U.S.C. 154 (b) 

(application filed on or after May 29, 2000) 

The Patent Term Adjustment to date is 287 day(s). If the issue fee is paid on the date that is three months after the 
mailing date of this notice and the patent issues on the Tuesday before the date that is 28 weeks (six and a half 
months) after the mailing date of this notice, the Patent Term Adjustment will be 287 day(s). 

If a Continued Prosecution Application (CPA) was filed in the above-identified application, the filing date that 
determines Patent Term Adjustment is the filing date of the most recent CPA. 

Applicant will be able to obtain more detailed information by accessing the Patent Application Information Retrieval 
(PAIR) WEB site (http://pair.uspto.gov). 

Any questions regarding the Patent Term Extension or Adjustment determination should be directed to the Office of 
Patent Legal Administration at (571)-272-7702. Questions relating to issue and publication fee payments should be 
directed to the Customer Service Center of the Office of Patent Publication at l-(888)-786-0101 or (571)-272-4200. 
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U.S.C. 552a(m). 

5. A record related to an International Application filed under the Patent Cooperation Treaty in this 
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Intellectual Property Organization, pursuant to the Patent Cooperation Treaty. 

6. A record in this system of records may be disclosed, as a routine use, to another federal agency for 
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individuals. 
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U.S.C. 151. Further, a record may be disclosed, subject to the limitations of 37 CFR 1.14, as a 
routine use, to the public if the record was filed in an application which became abandoned or in 
which the proceedings were terminated and which application is referenced by either a published 
application, an application open to public inspection or an issued patent. 

9. A record from this system of records may be disclosed, as a routine use, to a Federal, State, or local 
law enforcement agency, if the USPTO becomes aware of a violation or potential violation of law or 
regulation. 
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Examiner 

CHIH-MIN KAM 



Applicant(s) 

WIDMANN ET AL. 
Art Unit 

1656 



~ The MAILING DATE of this communication appears on the cover sheet with the correspondence address- 

All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance (PTOL-85) or other appropriate communication will be mailed in due course. THIS 
NOTICE OF ALLOWABILITY IS NOT A GRANT OF PATENT RIGHTS. This application is subject to withdrawal from issue at the initiative 
of the Office or upon petition by the applicant. See 37 CFR 1.313 and MPEP 1308. 

1 . ^ This communication is responsive to 3/7/2011 . 

2. □ An election was made by the applicant in response to a restriction requirement set forth during the interview on ; the restriction 

requirement and election have been incorporated into this action. 

3. |EI The allowed claim(s) is/are 1-9, 1 1, 12, 14, 15,17- 19,23,27-31 and 33-65 . 

4. □ Acknowledgment is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d) or (f). 

a) □ All b) □ Some* c) □ None of the: 

1 . Q Certified copies of the priority documents have been received. 

2. □ Certified copies of the priority documents have been received in Application No. . 

3. □ Copies of the certified copies of the priority documents have been received in this national stage application from the 

International Bureau (PCT Rule 17.2(a)). 
* Certified copies not received: . 

Applicant has THREE MONTHS FROM THE "MAILING DATE" of this communication to file a reply complying with the requirements 
noted below. Failure to timely comply will result in ABANDONMENT of this application. 
THIS THREE-MONTH PERIOD IS NOT EXTENDABLE. 

5. □ A SUBSTITUTE OATH OR DECLARATION must be submitted. Note the attached EXAMINER'S AMENDMENT or NOTICE OF 

INFORMAL PATENT APPLICATION (PTO-152) which gives reason(s) why the oath or declaration is deficient. 

6. □ CORRECTED DRAWINGS ( as "replacement sheets") must be submitted. 

(a) □ including changes required by the Notice of Draftsperson's Patent Drawing Review ( PTO-948) attached 

1) □ hereto or 2) □ to Paper No./Mail Date . 

(b) □ including changes required by the attached Examiner's Amendment / Comment or in the Office action of 

Paper No./Mail Date . 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the drawings in the front (not the back) of 
each sheet. Replacement sheet(s) should be labeled as such in the header according to 37 CFR 1.121(d). 

7. □ DEPOSIT OF and/or INFORMATION about the deposit of BIOLOGICAL MATERIAL must be submitted. Note the 

attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 
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1 . □ Notice of References Cited (PTO-892) 


5. □ Notice of Informal Patent Application 


2. □ Notice of Draftperson's Patent Drawing Review (PTO-948) 


6. □ Interview Summary (PTO-413), 




Paper No./Mail Date . 


3. |3 Information Disclosure Statements (PTO/SB/08), 


7. ^ Examiner's Amendment/Comment 


Paper No./Mail Date 3/7/201 1 




4. □ Examiner's Comment Regarding Requirement for Deposit 


8. ^ Examiner's Statement of Reasons for Allowance 
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DETAILED ACTION 

1 . The Request for Continued Examination (RCE) filed on March 7, 20 1 1 under 37 CFR 
1.1 14 is acknowledged. An action on the RCE follows. 

Status of the Claims 

2. Claims 1-9, 11, 12, 14, 15, 17-19, 23 and 27-65 are pending. 

Applicants' amendment filed March 7, 201 1 is acknowledged. Applicants' response has 
been fully considered. Claims 1, 29, 31, 33, 37, 40 and 48-52 have been amended. Therefore, 
claims 1-9, 11, 12, 14, 15, 17-19, 23 and 27-65 are examined. 

Examiner's Amendment 

An Examiner's Amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 
1.312. To ensure consideration of such an amendment, it MUST be submitted no later than the 
payment of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with 
Debra J. Milasincic on September 26, 201 1. 

Examiner's Amendment to the Claims: 

Cancel claim 32. 

Claims 1, 29, 31, 33, 37, 40 and 48-52 have been amended as follows: 

1. (Currently amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, 
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wherein said at least one peptide fragment or the retro-inverso form thereof enhances the 
ability of said genotoxin to kill selectively cancer cells. 

29. (Currently Amended) A kit for treating cancer in a subject comprising a 
pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein which 
comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein X represents 
an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, 

wherein said at least one peptide fragment or the retro-inverso form thereof enhances the 
ability of said genotoxin to kill selectively cancer cells, and instructions for use. 

31. (Currently amended) A kit for treating cancer in a subject comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein which 
comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein X represents 
an amino acid; or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, 

wherein said at least one peptide fragment or the retro-inverso form thereof enhances the 
ability of said genotoxin to kill selectively cancer cells, and instructions for use of said at least 
one peptide fragment or the retro-inverso form thereof and the genotoxin. 

33. (Currently Amended) A method for enhancing apoptosis in a cancer cell, 
comprising contacting the cancer cell with a therapeutically effective amount of 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, 

wherein said at least one peptide fragment or the retro-inverso form thereof enhances the 
ability of said genotoxin to selectively kill said cancer cell. 
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37. (Currently amended) A method for enhancing the sensitivity of a cancer cell to a 
genotoxin comprising contacting the cancer cell with a genotoxin and a therapeutically effective 
amount of at least one peptide fragment of the N2 sequence of the RasGAP protein which 
comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at least 
one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , thereby 
enhancing the sensitivity of a cancer cell to the genotoxin. 

40. (Currently Amended) A method of treating cancer in a subject comprising 
administering to said subject a therapeutically effective amount of 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, 

wherein said at least one peptide fragment or the retro-inverso form thereof enhances the 
ability of said genotoxin to kill selectively cancer cells, such that said cancer is treated. 

48. (Currently Amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, wherein said genotoxin is a DNA cutter, 

and wherein said at least one peptide fragment or the retro-inverso form thereof enhances 
the ability of said genotoxin to kill selectively cancer cells. 

49. (Currently Amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
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least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, wherein said genotoxin is a topoisomerase poison, 

and wherein said at least one peptide fragment or the retro-inverso form thereof enhances 
the ability of said genotoxin to kill selectively cancer cells. 

50. (Currently Amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, wherein said genotoxin is a DNA binder, 

and wherein said at least one peptide fragment or the retro-inverso form thereof enhances 
the ability of said genotoxin to kill selectively cancer cells. 

51. (Currently Amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, wherein said genotoxin is a spindle poison, 

and wherein said at least one peptide fragment or the retro-inverso form thereof enhances 
the ability of said genotoxin to kill selectively cancer cells. 

52. (Currently Amended) A pharmaceutical composition comprising 

i) at least one peptide fragment of the N2 sequence of the RasGAP protein 
which comprises the amino acid sequence WXWVTXXRTX (SEQ ID NO: 14), wherein said at 
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least one peptide fragment is less than 90% of the length of said N2 sequence, and wherein X 
represents an amino acid, or a retro-inverso form of said at least one peptide fragment , and 

ii) a genotoxin, wherein said genotoxin is an antimetabolite, 

and wherein said at least one peptide fragment or the retro-inverso form thereof enhances 
the ability of said genotoxin to kill selectively cancer cells. 



The following is an Examiner's Statement of Reasons for Allowance: The following 
references are the closest art to the claimed invention. Yang et al. (Mol. And Cell. Biology 21, 
5346-5358 (2001)) teach characterization of RasGAP and its N-fragment (residues 1-455), where 
N-fragment contain Nl fragment (residues 1-157) and N2 fragment (residues 158-455), the N2 
fragment contains 2 SH2 and one SH3 domain (Fig. 1 ; page 5348, right column), and SH3 
contains WXWVTXXRTX or instant SEQ ID NO:8 (WMWVTNLRTD). Yang et al. also teach 
Nl and N2 fragments of RasGAP sensitizes HeLa cells (a tumor cell) toward DNA induced 
apoptosis, where HeLa cells were transfected with plasmid encoding HA-GAP caspase cleavage 
fragments (i.e., Nl and N2 fragments), and the cells were treated in the presence and absence of 
cisplatin at various concentrations, it was found that the N fragment, Nl and N2 fragments 
enhances apoptosis of HeLa cells in the presence of cisplatin. Duchesne et al. (WO 94/03597 or 
U.S. Patent 6,180,362) disclose a peptide consisting of the sequence of WMWVTNLRTD (P5; 
corresponding to instant SEQ ID NO:8), and peptide fragments of N2 sequence of comprising 
the sequence of WMWVTNLRTD (P6 or P8), which are capable of inhibiting the transformation 
activity of the Ras protein; an the use of peptides I pharmaceutical compositions for the 
treatment of cancer. However, either Yang et al. or Duchesne et al. do not teach that a 
pharmaceutical composition comprising i) at least one peptide fragment of the N2 sequence of 
the RasGAP protein which comprises the amino acid sequence of WXWVTXXRTX (SEQ ID 
NO: 14), wherein the at least one peptide fragment is less than 90% of the length of the N2 
sequence, and wherein X is an amino acid, or a retro-inverso form of the at least one peptide 
fragment, and ii) a genotoxin, wherein the at least one peptide fragment or the retro-inverso form 
thereof enhances the ability of the genotoxin to kill selectively cancer cells; and that a kit for 
treating cancer comprising the pharmaceutical composition. Therefore, the claims are allowable 
over the art of record. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 
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Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Chih-Min Kam whose telephone number is (571) 272-0948. The 
examiner can normally be reached on 8.00-4:30, Mon-Fri. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Manjunath Rao can be reached at 571-272-0939. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR 
system, see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). 

/Chih-Min Kam/ 

Primary Examiner, Art Unit 1656 



CMK 

September 26, 2011 



